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10 IPHMCHCHHIO JICKAPCTBCHHOI'0 MIpenapara i MEAHIIHHCKOro NIpUMCEHEHUA
AKCAC .
A e ‘LF(I)FJIALOHAHO
SMUHHCTEPCTBOM BAPABOOXPAHE
PECITVBIRKL BE 'IX}W(!(\,HI T

Ipnkag MU‘H'(“tpC’IRd 3, 'p mnoxp(merxzm

PerncrpannonHbIi HOMep: Z?“’“ /”/”‘ /éj 4

Toprosoe HazBanne npenapata: JJAKCAC (DAXAS®)

MeXxayHapoaHoe HeMaTeHTOBaHHOE Ha3BaHue: Podymunact

Xumu4eckoe Ha3BaHHe: 4-(Iudpropmeroxcu)-N-(3,5-1uxtoprnupuuH-4-mi)-3-
(UMKJIONPONMIIMETOKCH JOEH3aMHU T

JlekapcTBeHHas popma: TablIETKH MMOKPHITHIE INIEHOYHOH 000109KO#H

CocraB B 1 Tabnetke coaepKUTCS:

eiicmsyowee sewgecmso:

podaymunact 0,5 Mr

Bcnomozamenvhvie eewyecmsa:

A0po: NaKkTo3sl MOHOTHAPAT 198,64 Mr, KpaxMai KyKypy3Hbid 53,56 mr, nosuaoH (K90) 3,90 mr,
MarHus creapar 2,60 mr.

obonouka: runipomesnosa-2910 3,00 mr, makporon-4000 4,00 mr, Tutana auokcun (E 171) 1,25
MT, KpacHuTeb xeje3a okcu xentsiid (E 172) 0,25 mr.

Onucanue

D-o6pa3Hbie TablIeTKH MOKPBITHIE UIEHOYHOH 000JI04KOM KENToro LBera, ¢ rpaBUpoBKoi «D»
Ha oJHO# cTopoHe. Ha n3nome spo 6enoro uim nodt 6e10ro nsera.
MdapmakoTepaneBTHUECKAs IPyNna: IPOTHBOBOCIATUTEILHOE CPeCTBO — docdoauacTepassl
4 (®/194) uaruburop

Kon ATX: RO3DX07

®dapMakoJ0rHIecKHE CBOHCTBA

Podaymunact mnpeacraBiser coGoit HHruburop ¢ochoaudcrepassl 4, HECTEPOMAHOE,
IPOTHBOBOCHAIMTENIFHOE  CPEACTBO, HANPABICHHOE Ha YCTPAaHEHHE  BOCHAIMTENBHBIX
IPOIIECCOB, CBA3AHHBIX C XPOHMYECKOH 0OCTpyKTHBHOH Oone3nbio nerkux (XOBJI). Mexanusm
JEHUCTBHS 3aKimiodaercss B HHruOupoBaHud (ochomuscrepazp-4 (PJ[34), ocHOBHOrO
UMKJIMYECKOro  ameHo3uHMoHOodochara (HAM®P) — wmerabonmsmpyromero (QepMmeHTa,
COAepIKalllerocs B KJIETKaX YYacTBYIOIIMX B BOCHAIMTENBHBIX IIpoleccax, H SBISIOLIETOCs
BaxHbM B narorenese XOBJI. JleiicTBue podayMuiacTa, rjaBHBIM 00pa3oM, HalpaBI€HO HA
®J[D4A, 4B u 4D, ¢ aHAJIOTHYHBIM ITOTEHI[HAJIOM B HAHOMOJIAPHOM Juana3oHe. AQGUHHOCTD K

tany O®J134C B 5-10 pa3 Huxe. J[aHHBI MEXaHU3M JACHCTBHSA M CEJIEKTUBHOCTh TaK K€
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npuMeHUMBI K N —OKCHAY, KOTOPHIH SBISE€TCS OCHOBHBIM aKTHBHBIM METa0OIHTOM
podayMunacra.

Dapmaxoounamuxa

Hurubuposanne @DJID4 Beper K NOBBILIEHHIO MOKa3aTels BHYTpukieToyHoro nAM® u
YMEHBUIEHHIO JUCOYHKIMH JIEHKOMUTOB, TNIAJAKOMBIIEYHBIX KJIETOK ABIXaTeNbHBIX MyTed H
JIETOYHBIX COCY/IOB, 3HIOTENHATBHBIX KIETOK H SIMUTEIHATBHBIX KJIETOK JbIXaTebHBIX MyTeH, a
TaK e ¢pubpobiacToB B skcnepuMeHTe. CTUMYIIALHS YETOBEUECKHX HEHTPOHUIIOB, MOHOLIUTOB,
Makpodarop wid JHMGOIHUTOB (in Vitro) mnokazana, d9ro podaymunmact ¥ N—oOKcHO
podrymMHIacTa TOPMO3UT BBICBOOOXKIACHHE MEIMATOPOB BOCHAIEHHS, TAKUX KaK JICHKOTPHEH
B4, akTuBHBIE (HOPMBI KHCIIOPO/a, GaKTOp HEKpO3a OMyXoJeH o, HHTepGEpOH Y U rpan3um B.

VY namuentos ¢ XOBJI podyMunactT moHmxKaeT noxkasaresib HSHTPOQHIOB B MOKPOTE, a TaK kK
CHIDKAeT MPUTOK HEUTPOPHIOB M 03UHO(UIOB B JbIXaTENbHBIE MYTH 3A0POBBIX BOJOHTEPOB,
TOJIy4aBHIMX 9HJOTOKCHH.

Dapmakoxkunemura

PodnyMunact akTHBHO MeTabOJIM3HpYETCS B 4YEJOBEYECKOM OpraHusMe ¢ oOpa3oBaHHEM
OCHOBHOTO (hapMaKOANHAMUYECKH aKTUBHOTO MetabonuTa N—-okucuaa podiymunacta. Tak Kak
u podaymunact © N —okucu podaymMunacta ydyacTByIOT B MHTHOMpOBaHUH akTUBHOCTH DJID
(in vivo) papMaKkOKMHETHKA OIIMCaHa UCXOJ U3 OHEHKH obmero uHruobupyomero 3¢ dexra Ha
dJ154.

Bcacvieanue

IMonnas 6momocTymHOCTh poduiyMHIacTa Iocie nepopaibHoro mpuema 0,5 Mr cocraBisger
npuMepHo 80%. MakcuManbHas KOHIEHTpauus podayMuiacTa B miaa3Me OObIMHO JOCTHraeTCs
Yyepe3 OAMH 4Yac mociie npuema (B mpeaenax ot 0,5 mo 2 yacoB) HaTtomak. MakcumanbHas
KOHIeHTpanus N-okcuaa mocruraercs depe3 8 gacoB (ot 4 no 13 uacos). IlpueM numm He
BJIMsET Ha OOy MHruOupyrouryo akTHBHOCTE ®J1D4, HO 3afep)KUBAET BpeMs JOCTHUIKEHHS
makcumaibHOi KoHneHTpauumu (T Cmax) podimymmnacta Ha OOMH 4Yac M CHHXKaeT

MaKCHUMAJIbHYIO KOHIICHTPALHIO (Cmax) npuMepHo Ha 40%. OnHako nmpueM NHINH HE BIHMAET Ha

Cmax ut N-okcuna podaymmacT.

Pacnpeodenenue

CaaspiBaHue ¢ OenkamMu IwiasMbl poduiymminacta ¥ N-okcuga podiyMHIacTa COCTaBIISET
npuMepHo 99% u 97% coorBercTBeHHO. OOBEM pacmpesieieHusi OJHOKpaTHOH 10361, 0,5 Mr
podayMmunacta, cocraBnser okono 2,9 n/kr. bnaromaps (U3MKO-XHMHYECKMM CBOHCTBaM,
POQIYMHIACT JIETKO pacIpeleNsieTcs O OpraHaM M TKaHSIM, BKJIIOUYas )KUPOBYIO TKaHb. PaHHsA
¢asa pacnpeneneHdss ¢ XapakTepHHIM NPOHHKHOBEHWEM B TKaHH CONPOBOXHaeTcs (asoi

BBIBCICHUA U3 )I(HpOBOﬁ TKaHH, KOTOpas o6ycn0331eHa, CKOpeE€ BCEro, HHTCHCUBHBIM pacnajioM
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MCXOJHOTO BellecTBa ¢ obpaszoBaHueM N-okcun podiymmnacta. JIaHHBIE JOKITMHHYECKHX

cceoBaHuil podIyMHIacTa ¢ palMoaKTHBHON METKOM MOKA3HIBAIOT HHU3KOE MIPOHHKHOBEHHE

uepes remarodHuedanuyeckuit Gapbep. HeT HHMKAKHX CBHAETENLCTB  crEnH(UUECKOH
KyMYJISIHH WIH 331€P>XKH pod)TyMHIIACTa KM €r0 METaGOTHTOB B OpraHaX M XHPOBOH TKaHH.

Buompancéhopmayus

Podnymunact akTuBHO MeTabonu3upyeTcs, MpUYeM peaKLIMH NPOXOJAT B ABa dTama: stan |
(uutoxpom P450) u stanm II (xoHbloranmsi). N-OKCHAHBIH MeTabOJIMT SBISETCS OCHOBHBIM
MeTaboIuTOM, OOHapyKHMBaeMbIM B IUIa3Me€ KpOBH denoBeka. [lmomane mnoa KpuBOH
«xoHuentparus — Bpems» (AUC) mns N-okcuaa B cpeHeM oKasbiBaeTcs mpuMepHo B 10 pa3
6onpme, yeM AUC s podymunacra. Takum obpazom, N-okcuIHBIH MeTabOJIUT CUHTAETCS
6oJlee BaXXHBIM BELIECTBOM JUIs obecrieueHns o0uiei HHMUOHPYIOIIEH aKTUBHOCTH B OTHOIICHUHN
®J194 in vivo.

WUccnenoBanus in vitro N KIMHUYECKUE UCCIICIOBAHUS B3aUMOJICHCTBHS NO3BOJIIOT YTBEPXKIATh,
Y10 MeTabonmusMm poduiymmiacta ¢ obpazoBaHueM N-OKCHIHOro MeTabosiuTa OCyIECTBIAETCS
nuroxpomamMu CYP1A2 u 3A4. Ha ocHOBaHUM pe3yJIbTaTOB AONOJHUTENBHBIX HCCICAOBAHMH,
IPOBEJICHHBIX in Vitro Ha MHKpPOCOMAax U3 NE€YECHH 4YeJIOBEKa, TepaleBTHYECKHE KOHLICHTPALMU
podmymunacta u N-okcua poduiymuiacrta B mnasMe Kpou He HHruoupyior CYP1A2, 2A6, 2B6,
2C8, 2C9, 2C19, 2D6, 2E1, 3A4/5 wmu 4A9/11. Ilo3ToMy BEpOSTHOCTH 3HAYKHMOTO
B3aUMOJICHCTBHS C BEIIECTBAMH, META0OIHU3UPYEMBbIMH 3TUMH Pa3HOBHIHOCTAMH IIMTOXPOMOB
P450 xpaiine mana. Kpome Toro, HCCleNOBaHHA in Vifro NOKa3ad OTCYTCTBHE HHIYKIHH
uuroxpomoB CYP1A2, 2A6, 2C9, 2C19 unu 3A4/5 u mums cnabyro uaaykuuo CYP2B6 nox
JeiictBreM poduryMuiIacTa.

Buigeoenue

Kiupenc mia3msl ocine KpaTKOBpeMEHHONH BHYTPUBEHHOH HHGY3HH podIyMuiacta COCTaBIAET
okoJio 9,6 n/4ac. Ilocne nmepopanbHOro MpHeMa MEepUo| NOMyBBIBENCHUS poduryMuiaacta U N-
okcyna podaymuiaacta B IUIa3Me coctaBiseT npuMepHo 17-30 4acoB, COOTBETCTBEHHO.
CrabunbHas KOHIEHTpanus podaymunacta u ero Merabonuta N-OKCHAA JOCTHIaeTcs
npuMepHO uepe3 4 mHsA maua podimymmunacta u 6 nHed it N-okcuia podiymuiacTta mocnie
npremMa OJHOM /1036l B JeHb. [loc/ie BHYTPUBEHHOTO HIIM NEPOPAIBHOTO pHeMa podiyMHiIacTa
C PaHOaKTHUBHOM MeTKoi 0kojo 20% paauoakTUBHOCTH ObLIO 0OHapykeHO B kaie ¥ 70% B
MoOYe, B BUJIE HEAKTUBHBIX META0OJIMTOB.

Jlunennocmo/Henunelinocmo

(I’apMaKOKI/IHCTI/IKa pO(i)JIYMI/IJIaCTa u ero metabonuta N-okcuaa IIPONOpHHOHATIBHA JOSUPOBKE B

nuamnaszoHe ot 0,25 Mr go 1,0 mr.



Ocobbie epynnvl nayuenmos

V NOXWIBIX TAaUHEeHTOB, JKCHIWH W JMIl HE EBPOIECOWJHON pachkl o0Inas HHruOupyromas
aktuBHOCTh ®J[D4 yBenmmumpanachk. OO6mias uMHrHObHpyoouas akTHBHOCTE PJID4 HeCKOIbKO
CHHXKa1ach y KypWibIIMKOB. HM OZHO M3 3THX H3MEHEHHMH HeNb3s paccMaTpUBaTh Kak
KIHHH4YecKH 3HauuMmoe. [lo3ToMy He pekoMeHAyeTcs NMPOBOAMTH HMKAKUX KOPPEKLHH 103 B
OTHOIIECHHH 3THX TPy NAllMeHTOB.

Ioyeunas nedocmamouynocms

O6mrass uHTHOHpyIomas akTHBHOCTE ®J[D4 cHusmwiace Ha 9% y NANMEHTOB € TKEIOH
NOYEYHOH HENOCTATOYHOCTRIO (KHMpeHC KpeatmHHHa coctaBnger 10-30 mu/muH). Koppexuus
70361 HE TpedyeTes.

Ileuenounasn Hedocmamounocms

dapMakoKMHETHKa podIyMiIacTa, MPUHAMAEMOr0 OMH pa3 JeHb, OblUIa HMccleloBaHa Ha 16
NAIMEHTaX JIETKOM M CpPEIHETSHKENOH MEeYeHOYHOH HEeA0CTaTovyHOCThIo (Kkiacc A ¥ B mo
xnaccudukanun Yaiina-IIsi0). Marubupyromas aktuBHocTs ®J[34 nOBBICHIACH IPUMEPHO Ha
20 %, y manmentoB kiacca A mo xinaccudukamun Yainn-Ileto, u npumepno Ha 90% y
nanueHToB Kiacca B mo knaccudukanuu Yaing-1lsio.

Ioka3anus k NpUMEHEHHIO

Jlakcac MmoKa3aH B KaueCcTBe IOIEP)KUBAIOLIECH TEpanHuy MpH JICYCHUH THKEJION XPOHHYECKOH
o0cTpykTuBHOM  Gonesuu  jerkux  (XOBJI)  (moctOpoHXOIMNATAaMOHHBIA  00BEM
dopcupoBanHOro BbIAOXa 3a nepBylo cexkyHay (O®B1) menee 50% or paccuuTaHHOro
JOJDKHOIO II0Ka3aTelisi), CBSA3aHHBIX C XPOHMYECKHMM OpPOHXHMTOM Yy B3POCIBIX C YacCThIMH
000CTpeHHsAMH B aHaAMHe3€, KaK JONOIHEHHE K OPOHXOMMIATUPYIOIIEH TEPAIIUH.
IIporuBonoKkaszanus

IToBbIlIEHHAS YYBCTBHTEIBHOCTh K POQUIYMHNIACTY HIM K JOOOMY JAPYroMy KOMIIOHEHTY
npenapara.

Cpennerspkenas wim Tsbkenas Qopma nedeHodHoH HenocTaTouHoctd (knace B m C mo
kinaccuukanuu Yaing-I1s:0).

Bospacr 10 18 siet (3¢hekTHBHOCTS U 6€3011aCHOCTD HE YCTAHOBJICHBI).

bepeMeHHOCTD U TaKTaLus.

BeneacTBre OTCYTCTBHSI JIOCTATOYHOTO OIBITA NMPHMEHEHHS: CephE3Hbie MMMYHOCHHIHTHBIE
3aboneBanns (BUU-undeknus, paccesHHBIA CKIEpO3, CHCTEMHas KpacHas BOJIYaHKa,
nporpeccupyiomas MyJbTH(OKaIbHas JieHkosHIedanonaTus u IPYTHE), CEPHE3HbIE OCTPHIC
uHpeKuHOHHbIE 3aboieBaHus (Takue Kak TyOepKyJe3 WM OCTpBIH TemaTtuT), pak (Kpome

6a3aIbHO-KJIETOUYHOM KapUHHOMBI, MEIJIEHHO pacTylIero THIA paKa KOXH), XPOHHYECKas
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cepledyHas HeIOCTATOYHOCTh (YHKHHOHANBHOTo kiacca 3 u 4 (NYHA - Hero-Mopkckas
KapJHOJIOTHYECKas aCCOIHAIINS).

BcenenactBue OTCYTCTBHS JOCTAaTOYHOTO OIBITa MPUMEHEHHS: JICUEHHE HMMYHOAENPECCHBHBIMU
npenapaTaMy (TaKMMH KaK METOTpeKcaT, a30THONIPHH, HH(PINKCHMA0, 3TaHEpLENT, a TaKKe Y
JML,  TONyYaloUmMX  TOCTOSHHYIO  IOJICPXKHMBAIOLIYIO  TEpamuio  NMepopajbHBIMH
TITFOKOKOPTHKOCTEPOHIAMH ).

Penkue HacnenctBeHHble 3a00JieBaHMS, TaKHE€ KaK HEMIEPEHOCHMOCTH TaIAKTO3bl, ACQHUIMT
JIaKTa3bl HJIH TTIOKO30-TalakTO3HaA MaIbabCcopOIHsL.

Jenpeccusi, acCOMUHPOBaHHAS C TOSBICHHEM CYHIUAAILHOIO MBIILICHUS U TIOBEICHHS.

C 0CTOpOKHOCTBLIO: IICHXHYECKHE pacCTpoiCTBA B aHaMHe3e; JICYUCHHE WHTHOUTOPOM
n3zodepmenta nuroxpomMa CYP1A2 dmyBokcamuaoM wimu aByms uHrubutopamu CYP3A4/1A2
DHOKCAIIMHOM ¥ IAMETHIHHOM.

Jlerkas gopma neveHOYHOH HeOCTATOYHOCTH (Kiace A mo kinaccuukaunn Yaina-116t0).
bepeMeHHOCTD H JIAKTALIUS

bepemennocmo

JlaHHBIE 1TO IPUMEHEHHIO poduIyMIIIacTa GEpEMEHHBIMHE KEHIIMHAMH OTPaHHYCHBI.

Ilo ngaHHBIM JOKJIMHHUYECKMX MCCIeNOBaHMH poQiyMHIacT IMpOHHKaeT uyepe3 IUIalCHTapHbIH
Hapnep.

HccnenoBanus Ha JKUBOTHBIX IOKA3aJld PENpPOAYKTHBHYIO TOKCHMYHOCTH mpemapara. [Ipemapar
Jlakcac He pekoMeHAyeTcs NpPUHUMATh OEepeMEHHBIM JKEHIIMHAM M OJKCHIMHaM
PENpPOAYKTHBHOTO BO3pACcTa, HE UCIOIB3YIOIUM KOHTPAICIITHBBIL.

Jlakmayus

Nmeromuecs papMakOKMHETHYECKHE JaHHBIC, IOTYUYEHHbIE Ha )KUBOTHBIX, I0KA3aJId BbIIC/ICHHE
podaymuiacta Wid €ro MeTaboIMTOB B MOJIOKO. Henp3s HCKIIOYHTH PHCK IOJNTy4YeHHS
npenapara pedenkom. [Ipenapar Jlakcac He peKOMeHAyeTCsl IPUMEHSATH BO BpeMs JIAaKTallHH.

Depmunvrocms

IIpn uccnenoBaHuu crepMaToreHes3a 4desloBeka, poduiyMunact B Jo3upoBke 0,5 Mr He okasan
BJIMSIHUS HA TapaMeTpbl CIEPMBI UJIH IOJIOBBIE TOPMOHBI B TEYEHHE 3-X MECAYHOTO JICYCHUS U B
HEPHOJ MOCIEIYIOMHX 3-X MECSILEB MOCIIE PEKPALICHHUS JICYEHHUS.

Cnoco6 npuMeHeHHsI U 103bl

Buytpb. Ilpenmapar [lakcac HasHawaor B Tabnerkax mo 0,5 mr 1 pa3 B geHb. TabGnerku
HEOOXO0/IMMO 3aMMBaTh BOAOH U NMPHUHUMATh €XKEIHEBHO B OJHO M TO € BPeMs HE3aBUCHMO OT
IpHUeMa LY.

Jlna mocTxeHHs TepaneBTHYeckoro sddekra moxer morpeboBaThCs JieUEHHE B TEYSHUH

HECKOJIBKHUX HCICIIb. Umerorcs JaHHBbIE KIIMHUYECKHX HCCIIEAOBAHHM O JJIMTEIBHOCTH nmpuema
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npenapara Jlakcac 1o OXHOTO roja.

Koppexuun 10361 B 3aBHCUMOCTH OT BO3pacTa namnuenTa (crapiue 65 jet) He Tpedyercs.

Knuanyeckue nannbpie 0 IpUMEHEHHH npenapata Jlakcac y MalMeHToB ¢ HapylleHHeM (YHKITHH
neyeHu Kiacca A no kinaccupukanuu Yaing-Ileto He MocTaTO4HBI, YTOOBI PEKOMEHIOBATH
KOPPEKLUIO [103Bl, NIO3TOMY HpenapaT CIEAYET NPUMEHSATh C OCTOPOXXHOCTBIO NPH JICYCHUH

TaKuX MAalIUCHTOB.

BonpHbIM ¢ 3a60/1€BaHUAMHU IOYEK KOPPEKIHs 0361 HE TpeOyeTcs.

ITo6o4nbie 3¢ dexTnI

Haubonee yactble xanobsl — 310 auapes (5,9%), cHmkenue macchl Tena (3,4%), TomHoTa
(2,9%), 60nu B xxuBote (1,9%) u ronosHas 6o1s (1,7%). BoNBIIMHCTBO 3THX HEOIArONPHUATHBIX
HOOOYHBIX peakUUii HOCAT JIETKHH HIM yMepeHHbIH Xapaktep. Takue moGOYHBIE peakIuH,
IJIaBHBIM 00pa30M, BO3HUKAIOT B TEUCHHE NEPBHIX HEZENb JICUCHHS U B OOJIBLIMHCTBE CIy4acB

HCYEC3AIOT IO MEPE MPOAOJDKCHHUSA JICUCHU .

[o6ounbie 3 dexTs! KnacCHPUIHUPYIOTCS B 3aBHCHMOCTH OT YaCTOThI BCTPEYAEMOCTH
Hauboee yacteie >1/10

yacteie >1/100 u <1/10

HevacTele >1/1000 u <1/100

peaxue >1/10000 u <1/1000

oueHs peakue <1/10000

Hapywenus co cmoponvl UuMMyHHOU cucmembl.

Heuacmuie: THIICPIYBCTBUTEIIBHOCTD

Hapywenus co cmoponvl SJHOOKPUHHOU CUCMEMbL:

Peoxue: rmaexoMacTHs

Hapywenus co cmoponvi obmena eewecme u RUManus.:

Yacmoie: CHIOKEHHE MacChl Tela, CHUKEHHUE alleTHTa.

Hcuxuueckue paccmpoiicmea:

Yacmuie: 6eCCOHHUIIA.

Heuacmeyie: TpeBOXHOCTb.

Peoxue: HepBO3HOCTH, Henpeccus. IIpy NMpoBeIeHHH KIHHHYECKHX MCCIIENOBaHHH MOJTy4YEHBI
COOOIIEHHsT O PEAKHX ClydasX CYHIHAAIGHOTO MBIIUICHHS H IMOBeAeHHs (B TOM 4YHCIIE
3aBepILIEHHOE camMOyOuicTBO). IlanMeHTOB CleayeT MPOMHCTPYKTHPOBaTh O HEOOXOAUMOCTH

coo0IaTh CBOCMY Bpady 000 Bcex ITPOABJICHHUAX CYHIIUIAJIBHOT'O MBIIIIJICHUS.
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Hapywenus co cmoponvl Hepsroui cucmembi.:

Yacmuie: rosioBHas 00JIb.
Heuacmvie: TpeMOp, BEpTHIO, TOIOBOKPY)XEHHE.
Peoxue: nucrensus.

Hapyvuwenus co cmoponbl cepoeyHo-cocyoucmon cucmemsbl.

Heuacmuie: Taxuxapaus.

Hapywenus co cmopouvt OvixamenvHoi cucmemul, 0p2anoe 2pYOHOU KIemKU U CPe0OCmeHUs.:

Peoxue: nHpeKIUU APIXATENbHBIX IyTEH (KPOME ITHEBMOHHH ).

Hapywenus co cmoponul dxcenyoouHo-Kuueyno20 mpakma.

Yacmoie: nuapesi, TOIMIHOTA, OOJIH B )KHUBOTE.
Heuacmuie: ractput, pBoTa, ractpo3sodareanpHas pediokcHast 60JI€3Hb, IUCHEICHS.
Peoxue: rematoxe3us, 3anop.

Hapywenus co cmoponbl neyenu u JHcenyesul8o0auiux nymeil.

Peoxue: nNOBBIIEHHE AKTHBHOCTH TaMMa-TIIyTaMmITpaHcdepasbl, MOBBILCHHE AKTHBHOCTH
acrapraTaMHHOTpaHc(epassl.

Hapyvuwenus co cmoponbl Kk034cU U NOOKOICHLLX MKAHEU.

Heuacmuie: coinb.
Peokue: kpanvBHHIIA.

Hapywenus co cmoponvl Mululeyno-cKkelemnou U cOeOuHUmMeNbHou mKaHu.

Heuacmpyie: cia3Mbl MyCKyJIaTyphl B MblllleuHas ¢1aboCcTh, MHAITHs, OOJIH B CIIMHE.
Peoxue: yBenndenune KpeaTuHpOocHOKHHA3b! B KPOBH.

Ocnodcnenus 0bue2o xapakmepa u peaKyuu 6 mecme 66e0eHUs.

Heuacmvie: HelOMOTaHHE, aCTEHUS, YTOMJIIEMOCTD.

Ilepeno3upoBka

B xoze nepBo#t (aszpl KIMHHYECKHX HCCIEAOBaHUH MOcCie NMpHeMa OJHOKPATHOH IepopalibHOM
J03BI — 2,5 MI' H OJJHOKpAaTHO#M 103BI — 5,0 Mr (B AecATh pa3 60Jbliie 0T peKOMEHI0BaHHOM 103bl)
yaie HaGIIJaIMCh CIIeAYIOIe CAMIITOMBL: TOJIOBHas 00JIb, HAPYHIEHHS pabOTHI XKETyT0UHO—
KHIIEYHOTO TpaKTa, TaxXWKapius, TOJIOBOKPY)XCHHE, NMOMYTHEHHE CO3HAHHSA, NOTIUBOCTh H
apTepUayibHas TUIOTCH3HS.

B cinyyae nepeo3MpOBKH PEKOMEHIYETCS MPOBOANUTH COOTBETCTBYIOUIYIO CHMITOMAaTHYECKYIO
Tepanuio. Tak Kak poQayMHIacT B 3HAUHTENBHON CTENEHM CBS3bIBAacTCA ¢ OenkaMH IUIa3MBbl,
reMO/IHaIN3 He SBgeTcS 3P (EeKTHBHEIM METOZOM €ro BhiBeAeHHs. HeT naHHbIX, moanaeTcs Ju
PpOGIIyMHIIACT IEPUTOHEATLHOMY AHATU3Y.

BzanmoaeiicTBue ¢ APYIrHMH JIEKAPCTBCHHbBIMH CpPpEACTBAMH



il PB BBEE 201
OcHOBHBIM 3TanoM B MetaboimusMe podiymunacta sBiasercs N-oKuclieHHe podiaymmiacta B
N-oxcun podaymunacra ¢ nomompio muroxpoMa CYP3A4 u CYP1A2. U podnymunacr, u
N-oxcug poduiymMmiiacta o0nanailoT BHYTpeHHeW HMHrHOMpylomeidl aktuBHOCTRIO OJ[D4.
[losTomMy mocine mnpueMa podaymmnacrta obmas WHruOupyromas akTHBHOCTE D[94
npeAcTaBaseT coboi cyMMapHOe BO3JEHCTBHE Kak podaymmiuacta, Tak u N—okcuia
podurymunacra. Knuanueckue uccieoBaHWS B3aHMOACHCTBHS ¢ HHTHOMTOpaMH IMTOXpoMa
CYP 3A4, 3puTpOMHIIHHOM M KE€TOKOHA30JI0M, IOKa3alH YBEJIHUEHHE oOINeld MHruOHupyIolei
aktuBHOocTH DJ[94 Ha 9%. MccnenoBaHus B3aUMOJCHCTBHS C HMHTHOMTOPOM LIHTOXpoMa
CYP1A2, ¢nyBokcamuoMm, u wunrubutopamu CYP3A4 u CYP31A2, sHokcauuHOM ¥
ITUMETHANHOM, MOKa3aly yBenuueHHe obmeit narubupyromei aktuBHOCTH ©J[34 — 59%, 25%
u 47% coorBercTBeHHO. KomOMHHMpOBaHHOEe NpHMEHEHHEe mpemapara Jlakcac ¢ 3THMH
AKTHBHBIMH  BEIIECTBAMH MOXET TPHBECTH K YCWICHHIO [JCHCTBHA M  Pa3BUTHIO
HENEePEeHOCHUMOCTH. B 3TOM ciyuae HEOOXOOUMO MEPECMOTPETh BOIPOC O JIEYEHUH IPEnapaToM
Jakcac.
IlpuemM wuHAyKTOpa 1HMTOXpoMa P450 pudaMmuimea OpuBENO K CHHXKEHMIO oOmiei
uHrubupyromeii axtuBHoctd ®J[34 npumepHo Ha 60%. IlosToMy NpHUMEHEHHE MOIIHBIX
HHIYKTOpPOB nutoxpoma P450 (mampumep, ¢eHobapbutana, kapOamasenuHa, (eHHTOMHA)
MOXET MPUBECTH K CHIDKCHHUIO TepaneBTHIeCcKoro 3¢ dexra podryMunacTa.
OIHOBpEMEHHBIH NMPHEM ¢ TeOPHUTHHOM IPHUBEN K MOBHIIECHHUIO Ha 8% o0mell HHrubupyomen
aktuBHOCTH ®JID4. Tlpu HccnenoBaHUM B3aMMOJECHCTBHS C HEPOPATLHBIMH KOHpAlleITHBaMHU,
COEPXAUIMMH TeCTOJEH M STHHHIICTPAAnoJ, olimas HHrubHpyromas axTHBHOCT DJ[D4
yBenuymniachk Ha 17%.
He Ha0moaaioch HUKAKOTO B3aMMOJEHCTBHS ¢ MHTAISLMOHHBIMHU IIpenapaTtaMu Cajib0yTaMoll,
¢dopMoteposn, OyIeCOHHJ M TPUMEHSMBIMH BHYTph IIpelapaTaMd MOHTENYKACT, IUTOKCHH,
Bap(apuH, cunieHapuI U MUIa301aM.
OmHOBpeMEHHBI# IPUEM C aHTAIlMJHBIMU NpenapaTaMi (KOMOMHALMS aTIOMHMHHS THIAPOKCHI U
MarHus THAPOKCHJ) HE M3MEHHJI [O0Ka3aTejd BCAachIBaHMS WIH ()apMaKOKUHETHYECKHE
cBoiicTBa podurymunacta u N—-okcuaa podiaymunacra.
Ocobble yka3zaHus
IIpenapar /lakcac — HECTEPOHMIAHOE IPOTHBOBOCHAIUTENIBHOE CPEICTBO NPEIHA3HAYECHHOE IS
noaepxxuBaromero jgedenus 60npHbIX XOBJI Tshkenoro TedeHus ¢ 4acTbIMH o0ocTpeHMsamMH. B
CBSI3H C TeM OOCTOATENHCTBOM, uTO B 00mei nomynsiuu XOBJI cymecTBeHHO mpeobiafarot
GosnpHBIEe B Bo3pacTe crapmie 40 jer, mpu Ha3HaAYeHWH Npenaparta nanueHtam ao 40 ner

Tpebyercs cnupoMeTpuyeckoe mnoarBepkaeHue aumarfoza XOBJI. CormacHoO mokasaHHAM K
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IPUMEHEHHIO IIpenapara, HeoOXoauMo, 4ToObl 3HaYeHHEe nocTOpoHxoamtaTanmornoro OPBI
cocraiano MeHee 50% OT pacCUMTaHHOTO JOJDKHOTO TMOKa3aTells.

[Ipenapar [lakcac He mnpenHa3zHaueH IS JICYCHHS OCTPOTO MPHUCTYNA OJBIIKH (OCTPOro
Oponxocma3ma). Jlns oOnerdeHdss OCTpOro MPHUCTYHa BaXXHO HMMETh Ha3HAYEHHBIH BpayoM
mpemnapar, KOTOpbIii Beeraa OyaeT y Bac oA pyKoii, YToOBI cripaBUTHCA ¢ npucTynoMm. [Ipenapat
Haxcac B JTaHHOH CHTYallHH HE IIOMOJXKET.

CHHIXeHHe MacChl Tejla

B xozme uccnenoBaHuii, NPOBEAECHHBIX B TEUEHHE rojla, 4aile HaOJOAANoCh CHHKEHHE MacChl
TeNa Yy IMalUeHTOB, NpHHMMaBMMX npemapar Jlakcac, NHO CpPaBHEHHIO C MalMEHTaMH,
npuHuMaBmuMe 1wranebo. Ilocne mpekpamenus mpueMa npemnapara Jlakcac, OOJIBIIHHCTBO
MAIlMEHTOB BOCCTAHOBUJIM CBOIO Maccy Tejla B TEUCHHUE 3-X MECSLEB.

VY nmauueHToB ¢ HEJOCTATOUYHOH Maccoi Tena cielyeT KOHTPOJIHPOBAaTh BEC MIPH KaXKIOM BH3HMTE
K Bpauy. [laneHTaM cjeqyeT COBETOBAaTh PETrYJIIPHO KOHTPOIMPOBATh Maccy CBOEro Tena. B
cliyyae HEOOBSCHHMOTO WIM KJIMHHYECKH 3HAYHMOTO CHIDKEHHMS Macchl Tena, HeoOXoauMmo
NpeKpaTHTh MpUeM npenapara Jlakcac ¥ OTCIeXKHUBaTh JUHAMHUKY.

Oco0ble KINHHYECKHE YCIIOBHS

BenencTBue OTCYTCTBHSL TOCTaTOYHOTO OIBITA, HE CIEAyeT HAUYMHATH JICYCHHE IPENnapaTtoM
Jlakcac, y JHI, MOJYYarOImKX MOCTOSHHYIO TNOIEPKUBAIOIIYIO TEPANUIO IE€POPaTbHBIMU
TTIIOKOKOPTHKOCTEPOUAAMH, 32  HCKIIOYEHHEM  KpPAaTKOCPOYHBIX  KypCOB  CHCTEMHBIX
IIFOKOKOPTUKOCTEPOHIOB.

OnbIT nIpMeHeHus mpenapara Jlakcac y HalHeHTOB C JIATEHTHBIMH MHQEKLMSIMH, TAKHMH Kak
TyOepKyJie3, BUPYCHBIN renaTHT, BAPYCHBIN repliec ¥ ONOsCHIBAIOLIMHA JIMIIAM, OTPaHHYEH.

IIcuxuueckye paccTpoMcTBa

IlpumeHenune mpenapara Jlakcac acCOMMPOBAHO C IOBBIIICHHBIM PHCKOM TaKHX IICHXHYECKHX
PaccTpoicTB Kak OECCOHHHMIIA, TPEBOXKHOCTH, HEPBO3HOCTh U JENpeccHs. B Xole KIMHHYECKHX
UCTIBITAHWIA BBISBJIEHBI PEIKHUE CITy4ad MPOSBICHUS CYHIHMJAJIBHOIO MBIIUICHUS U MOBEICHHUS.
[TosToMy, €ciM TanMeHTHl COOOIIAIOT O paHee NPOSBIABLIMXCS CHMIITOMOB CO CTOPOHBI
ICHXHKH WM TaKkWe CHMIITOMBI MpPOSBIAIOTCS Y HHUX B HAcTosIIEee BpeMs, HIHA €CIU
IUIAHHPYETCS CONMYTCTBYIOLIAs TEepanus JPYTHMHU JIEKapCTBEHHBIMHM CPEICTBAMH, CBS3aHHas C
BEPOSTHOCTBHIO MOSBJIEHUS NCUXMYECKUX HApYyLICHWH, CleAyeT NPOBECTH TIIATEIbHYIO OLIEHKY
PHMCKOB H TIOJIb3bI, CBA3aHHBIX C HAYaJOM WK MPOJOJDKEHMEM JedeHus mpenaparoM J[lakcac.
ITanueHTOB  CleQyeT NPOMHCTPYKTHPOBAaTh O HEOOXOAMMOCTH  YBEJOMJIATh  Bpaua,
HA3HAYMBINETO JICYEHHE, O JIOOBIX M3MEHEHHSX B IOBEJACHHH, HACTPOEHHWH WM TOSBICHUH
CYMUIHAATBHBIX MBICJICH JII000T0 XapakTepa.

HenepeHoCcHMOCTH
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Hecmotps Ha TO, uTO HeOMaronpuATHBIE PeaKLUH TaKHe, KaK Juapesi, TOIMIHOTa, O0JIH B )KUBOTE
1 TOJIOBHAs 00JIb BOBHUKAIOT B OCHOBHOM B IIE€PBBIC HE/IENH JICUCHHS M B OOJILHIMHCTBE CIIy4aeB
IpOXOJAT IPH NPOJNO/DKEHHH JIEYEHHS, B CIydyae COXPAaHEHHs IaHHBIX CHMIITOMOB CJIEIyET
IIEpECMOTPETH BOTIPOC O JIEUEHHH IpenapatoM Jlakcac.

HenepeHOCHMOCTE MOXKET BO3HHKATh B CIydae OCOOBIX MOMYJILMH, B YACTHOCTH, YEPHOKOKHX
HEKYpAIIMX JKCHIMUH WIH MallHeHTOB, Mojydarommx JedeHue wuHruouropom CYP1A2
¢dbnyBokcamMuHoM UM aByMs MHrHOuTOpaMu CYP3A4/1A2 3HOKCAallMHOM U LIUMETHIHHOM.
Teogunun

HeT KIMHUYECKHUX JTaHHBIX, KACAIOIIUXCSA COMYTCTBYIOIIETO JICYCHHS TEOPHIUIMHOM B Kaue€CTBE
noj/ep)kuBamomieid  Tepanud. [lo3ToMy, CONMyTCTByIOmEe JIEYEHHE TEOQHUIIMHOM He
PEKOMEHIOBAHO.

BansiHue Ha cMOCOOHOCTH YHPABJIATH TPAHCIIOPTHBIMH CPEACTBAMH H MeXaHH3MaMH

H3-3a BO3MOXXHOCTH pa3BUTHSA MOOOYHBIX pEAKIHMid ciielyeT cOOMOAaTh OCTOPOXXHOCTh IpH
yIpaBJICHHH TPAHCIIOPTHHIMH CPEJCTBAMH H 3aHATHSMHM APYrMMH NOTEHLHAIBHO ONACHBIMHU
BHIAMH JICATEIBHOCTH, TPEOYIOIMMH MOBBIIECHHOH KOHIEHTpalMHd BHUMAHHUS M OBICTPOTEHI
ICUXOMOTOPHBIX peaKluii.

®opma BbIIyCKa

TabJieTKu MOKPBITHIE TUIEHOUHOH 06010uK0# 0,5 MT.

ITo 10 Tabnerok B 6mucrep (IIBX / IIBAX /amomunmii). 1, 3 nwim 9 O6nucrepoB nomemaot B
KapTOHHYIO Na4Ky BMECTE C HHCTPYKIUEH 110 IPUMEHEHHUIO.

YecaoBus XpaHeHHs

[pu Temnepatype He Boime 30°C.

XpaHUTh B HEAOCTYITHOM UL IETEH MECTE.

Cpoxk roanocTn

3 roma

He ucmonb30BaTh N0CIE HCTEYEHUS CPOKA TOJAHOCTH.

YcaoBust 0THYCKA U3 aNITEK

OTnycKaroT no peuenty.

IIpoussoauTens/Bnanesen perncTpauoHHOr0 yX0CTOBEPEHHN:

Taxena I'm6X

Takeda GmbH

IOpuouueckuii aopec:

Bbuk-TI'yasaen-IITpacce 2

J1-78467 KoHcraH1

['epmanus
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Byk-Gulden-Strasse 2
D-78467 Konstanz

Germany

Aopec npou3600cmeeHHoU NIOWAOKU:

Jlenminrpacce 70-98

16515 Opanuenbypr

I'epmanus

Lehnitzstrasse 70-98

16515 Oranienburg

Germany

IIperen3uu noTpedureneii Ha Teppuropun benapycu HanpasasaTs no agpecy:
ITPEACTABHUTEJILCTBO OO0 «TAKEDA OSTEUROPA HOLDING GMBH»
(ABCTPUIMCKAS PECITYBJIMKA) B PECITYBJIMKE BEJIAPYCb.

220073, MuHck, yia. OnpieBckoro, 22

ten. (017) 312 12 01, ¢axc (017) 202 62 09

e .
A s
LI |

s P

11



